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im&mi] 5Catrt»^$tLfc*^0*^*^J.^-r9-4f (PDE) IVIM 
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] -4-p« h^rv-^tfn [i, 3-^ s /^t d rV-;v-2, 1' 
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(i) m?v ht^v^ PDEivPfl^jt±> SbJa-csn&$*L^0^^>*fBl3*ogipi 

££P$tl1-£ [v>-^~;V • • 77-730y- • 7 > K • a^-X^y ^ 
;V • -t^tf i-T *f y ^X(J. Pharmacol. Exp. Ther.), 297^, 280-290^ -v 
(2001#), ^4*-*-1S-v ? • T>V • j*tV • >U- • W*- 

X(Bioorg. & Med. Chem. Lett.), 8^, 3229-3234^- v (1998^), T 4 y 
vj. • • 7 7-^anj;-(Br. J. Pharmacol.), 113^, 1423 

-1431^-^(1994^)] o 

di) bn:? y mc^v^t, PDEiviaw^jfi, ^^m^^tz%mm^nu-t 

Z> [v^-t^ • iff • • 7> K • ^c^^^V >*;v • -b7 

t? a - 7- y * X (J. Pharmaco 1 . Exp. Ther . ) , 297:%, 280-290^ - V (2001^) 
, ^'Jf^ "r/i • y>-t^V • t7*' 77-"73ny-(Br. J. Pharmacol.) 
, 113^, 1423-1431^- v (199430 ] 0 
[0 0 0 31 

(i) PDEIVffi«iJtt, 5v \><DW&fm*%m-t2> [v^-T-;V -*7-77- 

v- • 7> K • J-^^^y p< • -fe^tf jl-tM 7 ?*(J. Pharmaco 

1. Exp. Ther.), 292^. 647-653^-^(2000^)] o 

(ii) PDEIVia#^Jii, 9v Y<Dmm&W}*Wmt2> vu**-if-y?- 
T>Y ' *T<t *s1r)V - t^f'J-' V* -X(Bioorg. & Med. Chem. Lett.) 
, 12#, 653-658^-^(2002^)] 0 

(in) PDEivffi#^jf±, mn&^ztzit&nskft&^x ^omet«r5!#?e 

ii" [>-ntf7> • v>-t-;v • *y • 7 7^nny-(Eur. J. Pharmacol 
.), 286#, 281-290^-^(1995^), v^-t^V ■ *7 • * vt^ - 
Hi -(J. Med. Chem.), 42^. 1088-1099^- v (1999^), |WJ42#, 4216-4223 
-^-^(1998^), 7**7 M - • T=-^)V • ^^^(Lab. Anim. Sci.), 45 
647-651^-^(1995^)] 0 
(iv) PDEIV|&##J{i, ma&S-ttzteMMlft&^Xt), *>7XOI@a:£3l 
['7 1 - t;v • 1 7* • > f ^ y ^ U h V - (J. Med. Chem.), 4 
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Om, 3248-3253^- v (1997^)] 0 
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-4-> h^rv-^en [i, 3-^>-v*^^-^rV-;v-2, l' 
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(1) %m.fo^%fctzm&<D*7.*vx-KT7~^ (pde) ivia#^^^-r 

KM t T350f&m± t & & l£PDEIVI&«#ffl *%~?2> Qt&m * tz it ^ (DBM^M £ 

( 2 ) ^itrt^ $ tL7t^opDEivia«fPffl & ^rt- & it&m * i± z (omm.^ 
m?mimm^m^mir^t^mtfzit^<Dmmm^^m^fi^m.^m^m^- 

( 3 ) z titzmnrwmimmfEm zm-tztt^m * tz it^vmrn^ 
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(5) PDEiviawf^ffl^^ri-^^tf^ ^^v*77 i± i , 3-^ 

> v* v t^rV-;v & & ±12 (1) ~ (4) <D^-ftifrKmm<o%Mft& 

(6) ?mimmtmz%irz><\t&m^ &a.) 

[0 0 0 9] 
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X~mZti&7- [2- (3, 5-^^nn-4-e'Jy>) - 1 * 
] -4-^^->-^liD [l, 3-^>y"v?^-^y~;v-2, 1' -v^n^ 
-e&&±fa (i) ffim^iirt^^Jo 

[0 0 13] 

^jm*. sij#m, mm, *HKt, mmmmfbti&o t • 

a, ^w^m., tmmm&mmB. (copd) , m^m, maac 

[0 0 14] 
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^mfcnmzfr&i& (4mg/kg) fc&strts^u BffiMft&x.ifm.m*<D&k\jc 
mmmftmc mm.rn.ftmm.) ^ifo.it*Auc (skm^vkm KMvx35om&±t 

2 L < (i200(Mgm±<7)^ i: & ^PDEIVIMfpffl tt^rMt^ty} t tz \t^r<Dm 
[0 0 15] 

mmfrt Lxm^hK%mm$^fth\ l z.wfc : £Kz> ^<dx\,±^ 0 

[0 0 16] 

%m.ft^^titzmm^mmm<r>mBM^m^mm^mL. ^^»f# 

[0 0 17] 
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-?^£ft&7- [2- (3, 5-y^nn-4-lfy^) + 

] h^v-Xtfa [1, 3 -^vm^rV-;V-2, 1' -v^n^ 

^v/nn°;K ^y/f^ sec-:/f-;w tert-7^;W ^ 
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hfi, tT^v^K tfV^v^W fcf'J^-JK tfn>; 
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fl^tKD l±, W096/36624^fem^^^^ f)l)ltSit#Tl*o 
[0 0 2 8] 
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5»O^TtifL, 7^t?^^«L^o b O#«^210~240g 

[0 0 3 0] 



[0 0 3 1] 

<7>i£#J (IL*I/RP73401=5/1) U 0. 125**/^*% f - n )V(T 

-*:Bmmm> b^*. ±m kmml tz 0 #&*tfcjRam* 25* 

g/W*%<^?t#i(Pharmatose 325M : Sftifll, DMV INTERNATIONAL, Veghel, Net 
heland) &#trO. 125m*/#»% f-n^#-;V (ft-S-i&JK) "C^U Etm 

[0 0 3 2] 

«Et fcttSttfrfb-^&fc L< i±RP734Ol^^fflMM*^--r;v0#U^7 y b 
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[0 0 3 3] 

fzM^Lm&^Ltzfe, o.25, o.5, i. 2&£mmm<D&ft*r~mmx---rfrm 

WT<V 77^ MB. L , TfirfcftlR £ *) ') t fc&tfrtt (24G. lmU T" ;v 

[0 0 3 4] 

JifB-e^L^JfiL^lOO^LlC, 25/«g/mL 7- [2- (3, 5-^nn-4 
**V-;v-2, 1' (F«3«5«i!MSjK) o^^/-^*tS20 

#^T-e^@t/co nbfrtzt&m®*** s-MMfiuzmmi., at^«b 

fco *0±i* *at^5^aai ? b 7 7 V - (C3GV, 0. 22 ^ m, 5 * 5 y # T 

„ 3|t3S)-eJt^a»Ufco itmi00^L^Mt^>^t LT, WfrffiWM (LC/ 
MS/MS) KJ: •) &J8tt&m £ i OT73401 * flljfe L „ 
[0 0 3 5] 

^ Ay ^a.--7*(15mL. Nunc. Glostrup, Denmark) <K ifE-C^flfcUfcllfr 
^SfrffiUft (lung tissues) KMir^^Um^JM^MBi^lO^g/g lung tissu 

^SMfi01f&*^ffiR7K(Milli-Q SP Reagent Water System, V *J*T, 

?P)t:2M^^ 9 J -)V^mMLX^V^- V Lfzfe, 7X±"C10^F^SScS L 

-e-O-htSlOO^L^Hi^^y^t It, iS#5Ssa^nTh^97^- (HPLC) Hi 
19 SagMfc-S*** i lfllP73401«>*£fcW5feLfc 
^»l*$C*^trti9:#Lfe*fr. JJfi&l§5l*lAUC ffimmnm&) l±3640mgh/m 
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U JtoJU^AUC (tim^mSO fi0.733mgh/mL-e$>«9. ItaiMlrtjftJK^JflLift^iSUS 
lCJt-54970«fffiV^t**^WbJto ttz, &.®&to*Hm (T1/2) tt3.8H^We 

[0 0 3 6] 

RP73401*$C«3trtfi#Lfe«^ W*Utl*)AUC (ffljj&iHfertiftft) {±248m 
gh/mU JfoJ&4>AUC Ott^jiJt) ii0.826mgh/mLt?^> *> . ^^j^ME^iM* 
*JS H Jt^300M5 ^Z-ttfmmLfZo ttz. ikVB&&}#WR (Ti/2) i*0.341B# 

[0 0 3 7] 

JsHT^S^tt> <2r^n^i* - ■ 7 rK^n (Pulmonary Pha 

rmacologyK8#> 83-89^(1995^)] \zmCXft^fz 0 
[0 0 3 8] 

9 ? > ttSfil9-25t^ iIE30~70%, (^B!i7B#~^m70# 

77 F KIP fiT^r/ lmg (OVA. > Jf^ttm) £ J: tfvfcgMtT /V 5 - 7 A 20 
Omg (ffiftiKXttft) £&3:fe*ft?fclinL (^»»X*tt») fc^iBLfc&Ofclm 
LaTS#L/im, WB^9B®H^0.5mL (2X10lO<B/lmL^a^^ f«M 

?-y*?-*>vt- (30X50X30cm) rtC57 h fcAtU lE*/#*% 0VA?>£3 
^fiSLilO^-WIRA^-frTSiElSftftSrffo^o &A If- (* 

[0 0 3 9] 

9^ Y<Dtt<D^3t^tirtiioO{zL'f^>, moo /jti&Msaft&^Ltio mvt 
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ffiP £1 o 

[0 0 4 0] 

fiLK*»24WFlWa»c4(C*5JliJfi*» (BAL) fcHJSLfco -r**>*>> 9 ? h * 
V«r^tr^aAtt«[-C«r||&ttrtSr«fe»L. ^;£JJ»3fci#-?£ (BALF) 

mfamiaLKmrn t^m, * - (a ^ffl^TiteiL 

^5rS85ct7to Cytospin III(Shandoirf±i£) ^v^llO|^$4 

[0 0 4 1] 

[0 0 4 2] 
[0 0 4 3] 
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»1] 



lit 





Ug/EE) 


(10VBALF) 


(%) 






0.02 ±0.00 








0. 16 ±0. 02* 






30 


0. 09 ±0. 03 


50 




100 


0. 04±0. 01 m 


86 



[0 0 4 4] 

*:P< 0.001 (£Lm.$£S&WL&Mik, Asp in-Welch^) 
##IP<0.001 (mm. J &m}t. Dunnettlfc^) 
[0 0 4 51 

m2] 





( n g/BE) 


(lOVBALF) 


nmm 
(%) 






0. 26±0. 05 




mm 




1. 11±0. 13 






30 


0. 64 ±0. 14 


56 




100 


0. 43 ±0. 06* 


80 



[0 0 4 6] 

#:P<0.01 dutmetmm 

\>x±.<om?k, my v ^ Kfc&® i *«;«rtia#L;fc*&\ balf^ <Di&WLW$fc 

[0 0 4 7] 

LttiflMiaMiaiiM (SP2 2 D 
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[0 0 4 8] 

wmmm 

(mm.&mm<Dfcmi±m2oo s ) imm<om a (*tj24B#p«) Km^m t 

>-^-^v3^-;V- 7 7;wny> (Arch. Int. Pharmacodyn) , 246^> 286-294 
^-v(1980#0] KXVnnLtZo 
[0 0 4 9] 

1^6E<7) Y K0. 05lt»/#*%7 xy-;H/7 K £#tr 1. 5li/§iW ;w 

tf S£B£^th L/Co Lfc W £0. lmol/L NaOH7K^40mL^^Pi LTP-C$ 

lrtP-Cffc<7)lmL£7.5m*/#fi:% 1^ U ^ n;H^(TCA)7K^2mLi:rl^L, Sfrfr 
^ L/ctsL ^ <D±m2mL £ lmo 1/L Na0mfc^?^2mL £ rMQ Lti-fy ys*—7 

(560 nm: U-1080, HjzIM^, JpOsO ^T^5feig(0Dft) 
fco ta^t^S ^(iRP73401O^ffl«m(iP-C^^^P^#t-^30^Hti fc*C 

p-ci^gDt4 1 fcn:&fc: i stehk. l tz a mm&^-m t tz im^mm& 

4^0fftB^(S5)Oltil{iT^(l)J: ^tb^i-^>^J^(%) 
[0 0 5 0] 
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[&2] 

(i) sjBflj3P«)= i xioo 

[0 0 5 1] 

f&B (30-100//g/K) B^mnM"t*fllllfyf^ffl»iS*e>^^o}to 

RP7340l£^1f£rt&4-L;fc:|§£\ ffi&gb/BMIgH (30-100/. g/E) t? 

[0 0 5 2] 
[0 0 5 3] 

"filKJt LT350«Ul, 0£ L < ti500^m±, <fc L < fil000tem_t. 

[0 0 5 4] 
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^(om^jm^- 1 (du&® t l rum tz>ztt>x£& 0 t tz z ft t> wmmm « 

[0 0 5 5] 

"RAi^lt^J^ LXir&^m<Di><D*fc<$imxZ, 7D>-11, 7n>-i 
2, ?n>-21, 7n>-22, 7n>-i 13, 7n>-i 14, 7n>- 
123, -7n>-l42c, 7n>-i3 4a> 7n>-2 2 7, 7n>-C3 
18, 1,1,1,2-f >77Wni^>f07DyM^ 7n;\*>, 
7 7^>, >^o$/ft7k^g, v^;i^-x;i^<7)^-7",MS, Mil 

v * - v - h ^oM-vStts^^j zmm Lxb±^ 0 

[0 0 5 6] 

x$>*)^ ^MftKmmmt&fzft^ umitztitiWi&j&ft*, mtttLxm. 
Am^tMtto^o mmkztitzmnj&frmt^-m*. i//m~6^m 

tJlz-tr^T-vya-T^;^^ (Int. J. Pharm. ) , 101^, 1-13^- 

v (199430 ] , itt^wftMtLttt, -m*}%mw-%&*mmir2> 



ffilE# 2004-303972 1 



#M 2003-094505 



•^-s?: 19/ 



[0 0 5 7] 

* V T*2^O^@«20 y« m~150// mcofaHtr*) & £ jfi*8&*6«n?2fe 0 . $ 
[0 0 5 8] 

4%~50S*%> J: 0 if 1 1 < t±1.0S*%~30£*%T?*& 
[0 0 5 9] 

& SH^A— A^ *) 1 fx g~1000mg, &t L < ttO. 05~100mg> J: «9 jf * L 
< ti0.01~20mg£— B— ®£v>L^la]& J ?-1-£o L^L&tf*^ £*l 

[0 0 6 0] 
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[0 0 6 1] 

immm] 

yf^V (A-0 JET ; *<<^y&m) &ffiv>T, -fb^tf 1 10g£^fiE5kg/ 
cm2T'1.5g/^O^0^T'^L/i(#^¥^»@ : 5.7^m) 0 » ?> tLfcft-frto 
1 0^#^t?W(Pharmatose 325M : S^MI. DMV INTERNATIONAL, Veghel, N 
etheland) t SrMifcl '. 5T*i^ U K9 -f V-mM *%tz 0 3SE$&iJtttit/B 

<o 4 sty y-®.xmz z v ^ %t5-mtx*h2> 0 

[0 0 6 2] 

l Tifibfr^b^ l 0*fr#«?L$g(Pharmatose 325M I ^HiSj^U DM 
V INTERNATIONAL, Veghel, Netheland) t &m*.tbl I SO^E^U K9WV\'?^ 

[0 0 6 3] 

^»U3 : BRA^J 

^Jfefll l -e# <b fr/cfb^ 1 oW^lOOmg^^b v ^ nnyWn^r/ ( 
7D>-2 1) 3mLtUMY V ?uuy)V*u* ? y ( yu y- l l) 2mL<9?I^ 
ifcfcJRSU 'MOJiTny^^tl (10^*50^ L) K3frKU ^A^J^# 

[0 0 6 4] 

H«!)4 : 

Mt&M 1 -e# £ titztt&W 1 C7)^t;i00mg43 «fc tT^cS ^ v^" >50mg^^b v 
^DD7Wn^^> (7CV-2 1) 3mL^^bhV^nn7;v^-np«^> ( 
■7n>-i i) 2mLO*E-£-i£Kl^ U fffl<7)x7nv>ti^ (1111^*50^ 

l) Kizmu w.xmzmz>o 

[0 0 6 5] 

H»J 5 : 

mMM 1 1?# h ttfc<b-^% .1 O^#t?100mg* V ;l/ tf * > Hj * - V - h 100mg 
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& <£ if 7 uy— i i lOgKj&ffi #<b^7t^?^^^^^rl^ (-7 
n>-l l/7n> r l l 4) 50g^-501C-?#tfcU tffl(7)x7nv>P|i^t; 

[0 0 6 6] 

6 : 7t&mmw.Am 

[0 0 6 7] 

[si] 

HI 1 «\ Ifc-^ 1 is £ tfKP73401<7>&^:I: h l^ffi fcttl"* WM&Pp5<Z>*BR| £^ 

-o- : i (DWffimztt~?z>mmm(%) 

-•- :RP73401^1#m^^i-^»IJ^(%) 
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\%m^\ mm 
[mi] 



100 r 




i 10 100 iodo 
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mm] PDEivia^ffl £ %> t tz i± ©assst w k $ tt ^ 
%m.n&^*itzm&<o***z?x.*T t 7-*i (pde) ivia«# 

m?mimmftm*mt&ikiirmK mtit^>v~7 7>mmfa, 1, 3-^ 



tbiE#2 004-3039721 
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^s-v : i/E 
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